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The effects of a low-dose monophasic preparation of 
levonorgestrel and ethinyl estradiol on coagulation 
and other hemostatic factors 

Archer, David F.; Mammen, Eberhard F.; Grubb, 
Gary S. 

Jones Institute for Reproductive Medicine, Eastern 
Virginia Medical School, Norfolk, VA, 23507-1627, USA 
Am. J. Obstet. Gynecol. (1999), 181(5, Pt . 2), S63-S66 
CODEN: AJOGAH; ISSN: 0002-9378 
Mosby, Inc. 
Journal 
English 

This study was undertaken to evaluate the effects on hemostatic factors of 
a low-dose prepn. of levonorgestrel and ethinyl estradiol in a 12 -cycle 
study. Thirty healthy women began taking 100 .mu.g levonorgestrel and 2 0 
.mu.g ethinyl estradiol (Nordette) on the first day of the menstrual 
cycle, continued to take the prepn. for the next 21 days, and then took 
placebo for 7 days. Mean changes in prothrombin time, partial 
thromboplastin time, and levels of factors VII and X, antithrombin, 
plasminogen, fibrinogen, protein S, thrombin- antithrombin complexes, and 
D-dimer were analyzed at baseline and at cycles 3, 6, and 12 with paired 
Student t tests. Factor X, plasminogen antigen and activity, and D-dimer 
levels were significantly increased during all 3 cycle periods. 
Antithrombin antigen and protein S total antigen levels were significantly 
decreased at cycles 3, 6, and 12, whereas factor VII and protein S 
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activity levels were significantly decreased at cycle 3 and at cycles 3 
and 6, resp. The effects on hemostatic factors in healthy women of a 
monophasic prepn. of 100 .mu.g levonorgestrel and 2 0 .mu.g ethinyl 
estradiol were similar to those of other low-dose oral contraceptives. 
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ACCESSION NUMBER: 1999:410249 CAPLUS 

DOCUMENT NUMBER: 131:209303 

TITLE: Cycle control with oral contraceptives containing 20 

.mu.g of ethinyl estradiol. A multicenter, randomized 
comparison of levonorgestrel/ethinyl estradiol (100 
.mu.g/2 0 .mu.g) and norethindrone/ethinyl estradiol 
(1000 .mu.g/20 .mu.g) 

DelConte, Anthony; Loffer, Frank; Grubb, Gary 
S. 

Wyeth-Ayerst Research Laboratories, Radnor, PA, 19087, 
USA 

Contraception (1999), 59(3), 187-193 
CODEN: CCPTAY; ISSN: 0010-7824 
Elsevier Science Inc. 
Journal 
English 

A randomized, open-label, multicenter study was undertaken to compare the 
effects of oral contraceptives (OC) contg. 100 .mu.g levonorgestrel 
(LNG)/20 .mu.g ethinyl estradiol (EE) (Aless/Loette) and 1000 .mu.g 
norethindrone acetate (NETA) /2 0 .mu.g EE (Loestrin Fe 1/20) on menstrual 
cycle control over four cycles of use. A total of 84 evaluable women 
provided 274 cycles of exposure in the LNG/EE group, and 8 9 women provided 
289 cycles of exposure in the NETA/EE group. Overall, the LNG/EE group 
achieved a consistently higher percentage of normal menstrual cycles as 
well as a lower rate of intermenstrual bleeding and amenorrhea than the 
NETA/EE group. In cycle 4, 63.8% of cycles were normal in the LNG/EE 
group compared with 41.9% in the NETA/EE group (p < 0.005) . Of the total 
cycles in the NETA/EE group, 10% were amenorrheic, compared with 1.1% in 
the LNG/EE group. The occurrence of bleeding and/or spotting was 
significantly lower in cycles 2 and 3 in the LNG/EE group (41.7% and 
34.8%, resp.) compared with the NETA/EE group (62.3% and 56.3%; p < 0.05). 
Other cycle variables were generally similar between groups, as was the 
incidence of adverse events. These results demonstrate that good cycle 
control was achieved with an OC contg. 2 0 .mu.g EE and that 100 .mu.g 
LNG/20 .mu.g EE produces better cycle control than 1000 .mu.g NETA/20 
. mu . g EE . 
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1997 : 390203 CAPLUS 
127 :76169 

Effect of vitamin B6 on the side effects of a low-dose 
combined oral contraceptive 

Villegas-Salas, Elsa; Ponce de Leon, Rebeca; 
Juarez -Perez, Miguel Angel; Grubb, Gary S. 
Servicio Planif icacion Familiar, Hospital General 
Zacatecas, Zacatecas, Mex. 
Contraception (1997), 55(4), 245-248 
CODEN: CCPTAY; ISSN: 0010-7824 
Elsevier 
Journal 
English 

to recommendations for treatment of side effects of early- 



pregnancy and premenstrual syndrome, use of vitamin B6 has been - 
recommended for the treatment of side effects of oral contraceptive (OC) 
use. A randomized, triple-blinded controlled trial of 124 women was done 
to evaluate the effect of taking 15 0 mg of vitamin B6 daily for 3 0 days on 
the severity of nausea, headache, vomiting, dizziness, depression, and 
irritability assocd. with the initiation of low-dose (30 .mu.g norgestrel 
and 30 .mu.g ethinyl estradiol) OC use. The severity of the symptoms was 
measured on a scale from 0 to 3 (not present to severe) , and was evaluated 
at one month after admission. The two treatment groups (vitamin B6 and 
placebo) had comparable baseline characteristics. From admission to 
follow-up, there was a decrease in the severity of all symptoms in both 
groups. There was no statistically significant difference in the redns . 
found in the vitamin B6 and the placebo groups, although redns. in the 
severity of headache and dizziness were greater in the B6 group. The 
decrease in the severity of all OC side effects can be explained more by a 
placebo effect than by a marginal Pharmacol, effect of the vitamin B6 . 
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Antiprogestin cyclophasic hormonal regimen 
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AB The present invention is directed to cyclophasic hormonal regimens which 
comprise antiprogestin and progestin for human contraception whereby 
progestin is administered in the alternating presence and absence of an 
antiprogestin in effective amts. to upregulate steroid receptor levels or 
is alternatively dosed with effective amts. of antiprogestin to upregulate 
steroid receptor levels. The present invention also provides an estrogen 
contg. cyclophasic hormonal regimen for climacteric or menopausal hormone 
replacement therapy comprising the administration of an effective hormone 
replacement amt . of estrogen in alternating doses with a combined amt . of 
estrogen and an effective amt. of antiprogestin to inhibit proliferation 
of endometrial tissue caused by the administration of the estrogen. 
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ACCESSION NUMBER: 1991:527396 CAPLUS 

DOCUMENT NUMBER: 115:1273 96 

TITLE: Group comparison of serum ethinyl estradiol, SHBG and 

CBG levels in 83 women using two low-dose combination 
oral contraceptives for three months 

AUTHOR (S) : Dibbelt, L.; Knuppen, R. ; Juetting, G. ; Heimann, S.; 

Klipping, C. O.; Parikka-Olexik, H. 

CORPORATE SOURCE: Inst. Biochem. Endokrinol . , Med. Univ. Luebeck, 

Luebeck, D-2400, Fed. Rep. Ger. 

SOURCE: Contraception (1991), 43(1), 1-21 

CODEN: CCPTAY; ISSN: 0010-7824 

DOCUMENT TYPE: Journal 

LANGUAGE : Engl i sh 

AB Serum ethinyl estradiol (EE2) , sex hormone -binding globulin (SHBG) and 
corticosteroid-binding globulin (CBG) concns . were studied in healthy 
young women randomly allocated to one of two low-dose combination oral 
contraceptives contg. 30 .mu.g EE2 and either 75 .mu.g gestodene (F) or 
150 .mu.g desogestrel (M) per unit. There was either no (formerly 
non-pill users) or one (pill users) wash-out cycle before the study 
started with a pill -free pretreatment cycle in which the hormone status 
and basal SHBG and CBG levels were measured. Treatment was for three 
months. During treatment cycles 1 and 3, there were three test days each. 
Seven serum samples were obtained up to four hours and one sample 24 h 
after intake of the first, tenth and the last (21st) pill. Addnl . samples 
were taken prior to morning ingestion of pills 5 and 15. For each 
individual and each test day, a representative serum pool has been 
constructed for SHBG and CBG anal. EE2 concns. were analyzed in all 
individual samples by means of a specific and sensitive RIA using 
anti-EE2-6.beta. -CMO-BSA antiserum. Area under the curves (AUC) up to 4 
and 24 h, Cmax and tmax were evaluated and compared between the two 
treatment groups (n - 40 for F, n = 43 for M) . SHBG and CBG concns. were 
measured using com. available immunoassay kits. Groups were 
large enough to detect a difference in group means of 75% of one std. 
deviation (.alpha. = 0.05, l-.beta. = 0.9) of target variables, which is 
equiv. to 28 pg EE2/mL for Cmax, 69 pg.h.mL-1 for AUCEE2 0-4h, 257 
pg.h.mL-1 for AUCEE2 0-24h, 39 nmol/l SHBG and 13.4 .mu.g CBG/mL. The 
results clearly demonstrate that there were no differences between the two 
treatment groups in any of the target variables at any of the six test 
days distributed over a three -month period. 

AB Serum ethinyl estradiol (EE2) , sex hormone -binding globulin (SHBG) and 
corticosteroid-binding globulin (CBG) concns. were studied in healthy 
young women randomly allocated to one of two low-dose combination oral 
contraceptives contg. 30 .mu.g EE2 and either 75 .mu.g gestodene (F) or 
150 .mu.g desogestrel (M) per unit. There was either no (formerly 
non-pill users) or one (pill users) wash-out cycle before the study 
started with a pill-free pretreatment cycle in which the hormone status 
and basal SHBG and CBG levels were measured. Treatment was for three 
months. During treatment cycles 1 and 3, there were three test days each. 
Seven serum samples were obtained up to four hours and one sample 24 h 
after intake of the first, tenth and the last (21st) pill. Addnl. samples 
were taken prior to morning ingestion of pills 5 and 15. For each 
individual and each test day, a representative serum pool has been 
constructed for SHBG and CBG anal. EE2 concns. were analyzed in all 
individual samples by means of a specific and sensitive RIA using 
anti-EE2 -6 .beta. -CMO-BSA antiserum. Area under the curves (AUC) up to 4 
and 24 h, Cmax and tmax were evaluated and compared between the two 



treatment groups (n = 40 for F, n = 43 for M) . SHBG and CBG concns . were 
measured using com. available immunoassay kits. Groups were 
large enough to detect a difference in group means of 75% of one std. 
deviation (.alpha. = 0.05, l-.beta. = 0.9) of target variables, which is 
equiv. to 28 pg EE2/mL for Cmax, 69 pg.h.mL-1 for AUCEE2 0-4h, 257 
pg.h.mL-1 for AUCEE2 0-24h, 39 nmol/l SHBG and 13.4 .mu.g CBG/mL. The 
results clearly demonstrate that there were no differences between the two 
treatment groups in any of the target variables at any of the six test 
days distributed over a three-month period. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method of female contraception involves administering a combination of 

estrogen and progestin for 60-110 consecutive days in which the daily 
amounts of estrogen and progestin are equivalent to about 5-35 meg of 
ethinyl estradiol and about 0.025 to 10 mg of norethindrone acetate, 
respectively. The advantages include less menstrual bleeding, less 
patient anemia, less total exposure to medication, higher compliance 
rates and more lifestyle convenience for patients. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
TI Ultra low dose oral contraceptives 

with less menstrual bleeding and sustained efficacy 
SUMM . . . estrogen per day spurred the Food and Drug Administration's 

Fertility and Maternal Health Drugs Advisory Committee to recommend 

indication of low dose oral 

contraceptives for healthy, non- smoking women even during the 



perimenopausal years, such as, for instance, ages 35-50. In Japan, oral 

contraceptives are. 
SUMM The pharmaceutical formulations may be provided in kit form 

containing at least about 60, and preferably at least about 84 tablets, 

and up to 110 tablets, intended for. 
DETD ... At the onset of the next spontaneous menses, alternatively, 

they are assigned to receive on cycle day one an ultra low 

dose oral contraceptive for either 60 

consecutive days, followed by 3 non- treatment days or 84 consecutive 
days, followed by a 7 non- treatment days.. 
DETD Since the objective is to test an ultra low dose 

oral contraceptive, the medication is adjusted to fit 

the smaller (than human) body weight of these laboratory primates. The 
dose of ethinyl . 

DETD . . . woman's at 50 kg) is about 12 .mu.g of ethinyl estradiol and 
0.6 mg of norethindrone acetate. Thus, this ultra low 
dose oral contraceptive formulation 

presented a 40% reduction in daily estrogen-progestin exposure as 
compared to one of the lowest estrogen dose combination oral. 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A method of female contraception which is characterized by a reduced 

incidence of breakthrough bleeding after the first cycle involves 
monophasicly administering a combination of estrogen and progestin for 
23-25 consecutive days of a 28 day cycle in which the daily amounts of 
estrogen and progestin are equivalent to about 5-35 meg of ethinyl 
estradiol and about 0.02 5 to 10 mg of norethindrone acetate, 
respectively and in which the weight ratio of estrogen to progestin is 
at least 1:45 calculated as ethinyl estradiol to norethindrone acetate. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
TI Low dose oral contraceptives 

with less breakthrough bleeding and sustained efficacy 
SUMM . . . estrogen per day spurred the Food and Drug Administration's 

Fertility and Maternal Health Drugs Advisory Committee to recommend 

indication of low dose oral 

contraceptives for healthy, non- smoking women even during the 



perimenopausal years, such as, for instance, ages 35-50. In Japan, oral 

contraceptives are . 
DETD The pharmaceutical formulations may be provided in kit form 

containing at least about 23, and preferably 28 tablets, intended for 

ingestion on successive days of the menstrual cycle.. 
DETD ... At the onset of the next spontaneous menses, alternatively, 

they were assigned to receive on cycle day one an ultra low 

dose oral contraceptive for either 21 

consecutive days, followed by 7 non-treatment days or 24 consecutive 

days, followed by a 4 non-treatment days.. 
DETD Since the objective was to test an ultra low dose 

oral contraceptive, the medication used was adjusted 

to fit the smaller (than human) body weight of these laboratory 

primates. The dose of. 
DETD . . . woman's at 50 kg) was about 12 .mu.g of ethinyl estradiol and 

0.6 mg of norethindrone acetate. Thus, this ultra low 

dose oral contraceptive formulation 

presented a 40% reduction in daily estrogen-progestin exposure as 
compared to one of the lowest estrogen dose combination oral. 
DETD . . . untimely bleeding was significantly higher in both treatment 
groups than in spontaneous cycles (p<0.05). More importantly, monkeys 
receiving their ultra low dose oral 

contraceptive regimen for 24 days manifest significantly less (p 
<0.05) breakthrough bleeding in their second and third treatment cycle 
than females. 
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ACCESSION NUMBER: 1999209840 EMBASE 

TITLE: Clinical comparison of triphasic norgestimate/35 .mu.g 

ethinyl estradiol and monophasic norethindrone acetate/2 0 
.mu.g ethinyl estradiol: Cycle control, lipid effects, and 
user satisfaction. 

Sulak P.; Lippman J.; Siu C; Massaro J.; Godwin A. 
Dr. P. Sulak, Scott and White Memorial Hospital, Dept. of 
Obstetrics and Gynecology, 2401 S. 31st St., Temple, TX 
76508, United States 

Contraception, (1999) 59/3 (161-166) . 
Refs: 12 

ISSN: 0010-7824 CODEN: CCPTAY 
S 0010-7824(99)00026-8 
United States 
Journal; Article 

010 Obstetrics and Gynecology 

03 7 Drug Literature Index 

English 
English 

This six-cycle, multicenter, open-label, randomized study compared the 
clinical experience of two low-dose oral 

contraceptives (OC) : a triphasic OC containing norgestimate (NGM) 
and 35 .mu.g ethinyl estradiol (EE) (Ortho Tri- Cyclen.RTM.) and a 
monophasic OC containing norethindrone acetate (NETA) and 2 0 .mu.g EE 
(Loestrin.RTM. Fe 1/20) . Cycle control, lipid and androgen profiles, and 
user satisfaction were studied in new-start OC users (ie, no prior use 
within 60 days) . Breakthrough bleeding or breakthrough spotting (BTB/BTS) 
occurred in a significantly smaller percentage of NGM/EE users than 
NETA/EE users during each of six cycles (p . Itoreq . 0 . 002 ) . The incidence 
of BTB/BTS ranged from 3.7% to 13.5% for NGM/EE users and from 23.5% to 
49.7% for NETA/EE users. Significantly fewer NGM/EE users than NETA/EE 
users experienced absence of menses at cycles 2 through 6 (p .Itoreq. 
0.003). The percentages of women having no menses at each cycle ranged 
from 0.9% to 4.7% for NGM/EE users and from 10.3% to 21.3% for NETA/EE 
users. NGM/EE users reported a significantly (p <0.001) higher level of 
satisfaction with their OC at the end of six cycles than did NETA/EE 
users, but there was no significant difference in compliance, 
discontinuation rates, or adverse events between the two groups, NGM/EE 
produced a significantly (p . Itoreq. 0 . 001) greater beneficial effect on 
HDL-C, HDL2, and apo A-I than did NETA/EE. No statistically significant 
treatment differences were found for total cholesterol, LDL-C, 
triglycerides, or apo- B. Both OC increased sex hormone binding globulin 
and decreased free testosterone, but NGM/EE had a significantly greater 
effect (p <0.009) . 
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AB The effects of norgestimate triphasic (Ortho Tri-Cyclen. RTM . , 
Tri-Cilest .RTM. ) and levonorgestrel triphasic (Triphasil . RTM . ) 
formulations on lipid and androgen metabolism were assessed in a study of 
66 healthy women treated through six menstrual cycles. Levels of the 
following were measured: cholesterol and its subf ractions , triglycerides, 
carrier lipoproteins, estradiol, testosterone, and sex hormone binding 
globulin (SHBG) . Comparison of baseline values with values after 3 and 6 
months of treatment indicated that both regimens influenced lipid and 
androgen metabolism. There was a statistically significant between regimen 
difference in levels of high-density lipoprotein, which were favorably 
increased with norgestimate triphasic but reduced with levonorgestrel 
triphasic. Related data on SHBG showed that plasma levels of this marker 
of estrogen/androgen balance were increased significantly more in the 
norgestimate triphasic group, providing additional evidence of low 
androgenicity . Both regimens inhibited follicular growth to the same 
extent, as evidenced by low mean levels of estradiol in all on- therapy 
cycles; and both decreased free testosterone. Side effects in both groups 
were minor and characteristic of those observed with low- 
dose oral contraceptive agents. The results of 

the study support the reported safety and positive effects of norgestimate 
on lipid and androgen metabolism, in comparison with a 
levonorgestrel -containing combined oral contraceptive. 
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TI Low-dose oral contraceptives: 

Progestin potency, androgenicity, and atherogenic potential. 
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*ethinylestradiol plus norethisterone acetate 
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AB Clinical study with oral contraceptives has started in Japan, which is the 
sole country where oral contraception is not allowed. There are many 
reasons why clinical studies have been delayed. The government of Japan 
does not approve of oral contraceptives, mainly because the general 
public's view of oral contraceptives centers on unclarified side effects 
and this view is clouded by the problematical side effects of the original 
oral contraceptives. During the period when Japan closed its doors to oral 
contraceptives, research and development in this field progressed 
remarkably in foreign countries. The hormone content was decreased to the 
minimally required level and was adjusted to a level comparable to the 
physiological cyclic pattern. With these approaches, an oral contraceptive 
that contains a low hormone dose causes less side effects, and presents 
nearly 100% efficacy is now available. We investigated the efficacy, cycle 
control, and incidence of side effects of a triphasic 
preparation (T) containing ethinylestradiol and levonorgestrel 
(SH B 264 AB) , and a monophasic preparation (M) with the 30-.mu.g 
ethinylestradiol plus 150-.mu.g levonorgestrel fixed-dose regime 
in six institutes. The triphasic pill was given to 52 subjects 
(455 cycles) and monophasic pill given to 31 subjects (330 cycles) . 
Pregnancy did not occur. In both groups, the duration of withdrawal 
bleeding was shortened by more than one day. Breakthrough bleeding and 
spotting were observed in 1.1% and 1.3%, respectively, in the T group, and 
in 2.1% and 1.2%, respectively, in the M group. The T group was superior 
to the M group in respect to the incidence of irregular bleeding, although 
hormone content was lower. This difference was observed in the first few 
cycles. Concerning side effects, a very small number of women complained 



of such subjective symptoms as nausea, malaise, and hot sensation. In the 
T group, contrary to our expectations, body weight increased by more than 
4 kg in three subjects (6.8%) and by more than 2 kg in eight subjects 
(18.2%), but in the M group, body weight hardly increased. There was no 
increase in blood pressure nor any change in blood variables in general 
hemorrhage, coagulation, prothrombin time, liver function, urea nitrogen, 
electrolytes, blood sugar. Total cholesterol significantly increased from 
170 mg/dl in a pretreatment cycle to 181 mg/dl during the fifth to eighth 
cycle of the T group, although this change was within the normal range. It 
is concluded that a triphasic preparation containing 
ethinylestradiol and levonorgestrel is a promising oral 
contraceptive pill and is easy to use. Because it has a reliable 
contraceptive effect, its cycle control is equal or superior to the 
conventional oral contraceptives and the incidence of side effects is low. 
TI Results of a clinical study with low-dose oral 

contraceptives. Investigation with triphasic and 
monophasic preparations containing levonorgestrel and 
ethinylestradiol . 

AB . . . presents nearly 100% efficacy is now available. We investigated 
the efficacy, cycle control, and incidence of side effects of a 
triphasic preparation (T) containing ethinylestradiol and 
levonorgestrel (SH B 264 AB) , and a monophasic preparation (M) 
with the 30-.mu.g ethinylestradiol plus 150-.mu.g levonorgestrel 
fixed-dose regime in six institutes. The triphasic pill was 
given to 52 subjects (455 cycles) and monophasic pill given to 31 subjects 
(330 cycles) . Pregnancy did not. . . to eighth cycle of the T group, 
although this change was within the normal range. It is concluded that a 
triphasic preparation containing ethinylestradiol and 
levonorgestrel is a promising oral contraceptive pill and is easy 
to use. Because it has a reliable contraceptive effect, its cycle. 
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AB The effects of norgestimate triphasic (Ortho 

Tri-Cyclen.RTM. , Tri-Cilest . RTM . ) and levonorgestrel 
triphasic (Triphasil . RTM . ) formulations on lipid and 

androgen metabolism were assessed in a study of 66 healthy women treated 
through six menstrual cycles. Levels of the following were measured: 
cholesterol and its subtractions, triglycerides, carrier lipoproteins, 
estradiol, testosterone, and sex hormone binding globulin (SHBG) . 
Comparison of baseline values with values after 3 and 6 months of 
treatment indicated that both regimens influenced lipid and androgen 
metabolism. There was a statistically significant between regimen 
difference in levels of high-density lipoprotein, which were favorably 
increased with norgestimate triphasic but reduced with 
levonorgestrel triphasic. Related data on SHBG showed 
that plasma levels of this marker of estrogen/androgen balance were 
increased significantly more in the norgestimate 
triphasic group, providing additional evidence of low 
androgenicity . Both regimens inhibited follicular growth to the same 
extent, as evidenced by low mean levels of estradiol in all on- therapy 
cycles; and both decreased free testosterone. Side effects in both groups 
were minor and characteristic of those observed with low- 
dose oral contraceptive agents. The results of 
the study support the reported safety and positive effects of 
norgestimate on lipid and androgen metabolism, in comparison with 
a levonorgestrel-containing combined oral contraceptive. 

TI A comparison study of lipid and androgen metabolism with triphasic 
oral contraceptive formulations containing norgestimate or 
levonorgestrel . 

AB The effects of norgestimate triphasic (Ortho 

Tri-Cyclen.RTM., Tri -Cilest . RTM . ) and levonorgestrel 
triphasic (Triphasil . RTM . ) formulations on lipid and 

androgen metabolism were assessed in a study of 66 healthy women treated 

through six menstrual cycles.. . . androgen metabolism. There was a 

statistically significant between regimen difference in levels of 

high-density lipoprotein, which were favorably increased with 

norgestimate triphasic but reduced with 

levonorgestrel triphasic. Related data on SHBG showed 

that plasma levels of this marker of estrogen/androgen balance were 

increased significantly more in the norgestimate 

triphasic group, providing additional evidence of low 

androgenicity. Both regimens inhibited follicular growth to the same 

extent, as evidenced by low. . . on- therapy cycles; and both decreased 

free testosterone. Side effects in both groups were minor and 

characteristic of those observed with low-dose 

oral contraceptive agents . The results of the study 

support the reported safety and positive effects of norgestimate 

on lipid and androgen metabolism, in comparison with a 

levonorgestrel-containing combined oral contraceptive. 
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*levonorgestrel : PD, pharmacology 
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SUMMARY LANGUAGE: English 

AB The safety and efficacy of the triphasic oral contraceptive 
agent containing norgestimate and ethinyl estradiol were 
evaluated in a 12 -month study of 661 women. Excellent contraceptive 
efficacy was achieved, with two pregnancies ascribed to product failure in 
a total of 6,511 treatment cycles. The life-table predicted pregnancy rate 
was 0.57 per 100 woman-years of use. The overall and theoretical Pearl 
indexes were 0.55 and 0.37, respectively. Good cycle control was 
maintained in patterns similar to those noted in previous studies. The 
incidence of dysmenorrhea and premenstrual syndrome was sharply reduced. 
Side effects reported were typical of those associated with use of 
low-dose oral contraceptive agents. 

Acceptability was high compared with agents used previously by the 
subjects. Total cholesterol did not change but high-density lipoprotein 
cholesterol was significantly elevated at 3 and 12 months. There were no 
clinically significant changes in the parameters of hematology or blood 
chemistry tested. 

TI Clinical evaluation of a new triphasic oral contraceptive: 
Norgestimate and ethinyl estradiol. 

AB The safety and efficacy of the triphasic oral contraceptive 
agent containing norgestimate and ethinyl estradiol were 
evaluated in a 12 -month study of 661 women. Excellent contraceptive 
efficacy was achieved, with two pregnancies. . . incidence of 
dysmenorrhea and premenstrual syndrome was sharply reduced. Side effects 
reported were typical of those associated with use of low- 
dose oral contraceptive agents. Acceptability 

was high compared with agents used previously by the subjects. Total 
cholesterol did not change but high-density lipoprotein. 
CT Medical Descriptors: 
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oral drug administration 
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*ethinylestradiol : CB, drug combination 
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* triphasic contraceptive agent: AE, adverse drug reaction 

cholesterol: EC, endogenous compound 

high density lipoprotein cholesterol: EC, endogenous compound 
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Journal; Article; (JOURNAL ARTICLE) 
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ENTRY MONTH: 198705 

ENTRY DATE: Entered STN: 19900303 
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Entered Medline: 19870529 
AB The effect of seven low-dose oral 

contraceptive preparations on carbohydrate metabolism was 
investigated in groups of 10 healthy volunteers. All preparations 
contained a similar amount of ethinyl estradiol but differed in the 
content and type of progestogen. The following progestogens were used: 
levonorgestrel (monophasic and triphasic) , 

norethisterone (monophasic) , cyproterone acetate (monophasic) , desogestrel 
(monophasic and biphasic) and gestodene (triphasic) . 

An oral glucose tolerance test was performed before and after 6 months of 
treatment; glucose disappearance and insulin response curve were 
determined. Long-term glucose homeostasis was assessed by the estimation 
of the extent of glycosylation of plasma proteins and hemoglobin Al . The 
area under the curve for insulin and glucose did not change during 
treatment with any of the preparations. In addition the representative 
variables for long-term glucose control did not increase for any of the 
preparations during treatment. We conclude from these results that the 
low-dose pills investigated in this study do not have any adverse effects 
on glucose metabolism after treatment for 6 months. 
AB The effect of seven low-dose oral 

contraceptive preparations on carbohydrate metabolism was 
investigated in groups of 10 healthy volunteers. All preparations 
contained a similar amount of ethinyl estradiol but differed in the 
content and type of progestogen. The following progestogens were used: 
levonorgestrel (monophasic and triphasic) , 

norethisterone (monophasic) , cyproterone acetate (monophasic) , desogestrel 
(monophasic and biphasic) and gestodene (triphasic) . 

An oral glucose tolerance test was performed before and after 6 months of 
treatment; glucose disappearance and insulin response curve. 
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Entered Medline: 19960613 
AB As GSD is the most potent progestogen used in oral contraceptives, the 

doses of GSD can be lower than those of other progestogen components . The 
monophasic (3 0 micrograms EE + 75 micrograms GSD) and the 
triphasic formulation (3 0 micrograms EE + 50 micrograms GSD/40 
micrograms EE + 70 micrograms GSD/30 micrograms EE + 100 micrograms GSD) 
suppress gonadotropin release and ovarian function profoundly and inhibit 
ovulation reliably. The strong anti -estrogenic and progestogenic 
effectiveness of GSD is based on the high GSD serum concentrations 
achieved during daily intake. Because of the weak androgenic properties of 
GSD, both formulations can be characterized as estrogen-dominant with 
respect to their hepatic effects. Except for the first cycles, both 
formulations afford good cycle control, and the rate of side effects is 
similar to that with comparable low-dose oral 
contraceptives. The levels of total and free androgens and 
androgen precursors, as well as of peripheral androgen activity, are 
significantly reduced, resulting in a reduced incidence of acne. The 
concentrations of SHBG and other serum-binding globulins are elevated 
considerably, and thyroid function is almost unaffected. The 
estrogen-dominant effect on hepatic metabolism of both formulations also 
is reflected by a significant increase in the levels of triglycerides and 
VLDL, HDL, and some apolipoproteins , while LDL-CH and total CH remain 
unchanged. Similar to other low-dose oral 

contraceptives, the GSD-containing preparations cause a slight 
impairment of glucose tolerance that does not appear to be of clinical 
relevance. However, a significant increase exists in pro-coagulatory and 
fibrinolytic activity that leads to a considerable stimulation of fibrin 
turnover. In predisposed women, this may contribute to an elevated risk of 
venous and arterial thromboembolic diseases. 
TI Gestodene-containing contraceptives. 

AB ... can be lower than those of other progestogen components. The 
monophasic (30 micrograms EE + 75 micrograms GSD) and the 
triphasic formulation (3 0 micrograms EE + 50 micrograms GSD/40 
micrograms EE + 70 micrograms GSD/30 micrograms EE + 100 micrograms GSD) . 

first cycles, both formulations afford good cycle control, and the 
rate of side effects is similar to that with comparable low- 
dose oral contraceptives. The levels of total 

and free androgens and androgen precursors, as well as of peripheral 
androgen activity, are significantly reduced, . . . the levels of 
triglycerides and VLDL, HDL, and some apolipoproteins, while LDL-CH and 
total CH remain unchanged. Similar to other low-dose 
oral contraceptives, the GSD-containing preparations 

cause a slight impairment of glucose tolerance that does not appear to be 
of clinical relevance,. However, . 
RN 60282-87-3 (Gestodene) 
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AB The safety and efficacy of the triphasic oral contraceptive 
agent containing norgestimate and ethinyl estradiol were 
evaluated in a 12 -month study of 661 women. Excellent contraceptive 
efficacy was achieved, with two pregnancies ascribed to product failure in 
a total of 6,511 treatment cycles. The life-table predicted pregnancy rate 
was 0.57 per 100 woman-years of use. The overall and theoretical Pearl 
indexes were 0.55 and 0.37, respectively. Good cycle control was 
maintained in patterns similar to those noted in previous studies. The 
incidence of dysmenorrhea and premenstrual syndrome was sharply reduced. 
Side effects reported were typical of those associated with use of 
low-dose oral contraceptive agents. 

Acceptability was high compared with agents used previously by the 
subjects. Total cholesterol did not change but high-density lipoprotein 
cholesterol was significantly elevated at 3 and 12 months. There were no 
clinically significant changes in the parameters of hematology or blood 
chemistry tested. 

TI Clinical evaluation of a new triphasic oral contraceptive: 
norgestimate and ethinyl estradiol. 

AB The safety and efficacy of the triphasic oral contraceptive 
agent containing norgestimate and ethinyl estradiol were 
evaluated in a 12 -month study of 661 women. Excellent contraceptive 
efficacy was achieved, with two pregnancies. . . incidence of 
dysmenorrhea and premenstrual syndrome was sharply reduced. Side effects 
reported were typical of those associated with use of low- 
dose oral contraceptive agents. Acceptability 

was high compared with agents used previously by the subjects. Total 
cholesterol did not change but high-density lipoprotein. 
RN 35189-28-7 (norgestimate); 57-63-6 (Ethinyl Estradiol); 
653 3-00-2 (Norgestrel) 
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AB Cycle control was studied comparing the monophasic oral contraceptive 
Loestrin with three low-dose phasic preparations (Triphasil, 
Ortho 10/11 and Ortho 7/7/7) in 391 women of whom 300 completed 6 cycles. 
Loestrin subjects had a rate of occurrence (31% of cycles) for 
intermenstrual bleeding (1MB) comparable to the rates for subjects on the 
phasic preparations (36%, 37% and 37%, respectively) . Triphasil 
subjects had lower rates than the Ortho 10/11 and Ortho 7/7/7 subjects (p 
less than 0.01) in cycle one when all subjects were analyzed and in 
pre -study users when continuing menstrual flow (CMF) episodes were not 
included as 1MB. 1MB was a cause for dropping out of the study in 7% of 
subjects who were evenly distributed between groups. There were no 
differences between groups for BTB when perceived by subjects as a side 
effect. Spotting was perceived as a side effect more often with Ortho 
10/11 and Ortho 7/7/7 use than with Triphasil (p less than 
0.01). Loestrin, Ortho 10/11 and Ortho 7/7/7 subjects were more likely to 
report amenorrhea (p less than 0.001) and less likely to report leg cramps 
(p less than 0.01) compared to those on Triphasil. 
Triphasil subjects were less likely to report acne than subjects 
on Ortho 7/7/7 (p less than 0.01). 

TI Cycle control on low-dose oral 

contraceptives: a comparative trial. 

AB Cycle control was studied comparing the monophasic oral contraceptive 
Loestrin with three low-dose phasic preparations (Triphasil, 
Ortho 10/11 and Ortho 7/7/7) in 391 women of whom 300 completed 6 cycles. 
Loestrin subjects had a rate of. . . cycles) for intermenstrual 
bleeding (1MB) comparable to the rates for subjects on the phasic 
preparations (36%, 37% and 37%, respectively). Triphasil 

subjects had lower rates than the Ortho 10/11 and Ortho 7/7/7 subjects (p 
less than 0.01) in cycle one when. . . side effect. Spotting was 
perceived as a side effect more often with Ortho 10/11 and Ortho 7/7/7 use 
than with Triphasil (p less than 0.01). Loestrin, Ortho lO/ll 
and Ortho 7/7/7 subjects were more likely to report amenorrhea (p less 
than 0.001) and less likely to report leg cramps (p less than 0.01) 
compared to those on Triphasil. Triphasil subjects 

were less likely to report acne than subjects on Ortho 7/7/7 (p less than 
0. 01) . 
CT . . . 
TU, therapeutic use 

Ethinyl Estradiol-Norgestrel Combination 
Headache: CI, chemically induced 
♦Menstrual Cycle: DE, drug effects 
Muscle Cramp: CI, chemically induced 
Norethindrone : AE, adverse effects 
Norethindrone : PD, pharmacology 
Norethindrone: TX7# therapeutic use 
Norgestrel: PD, pharmacology 
Norgestrel : TU, therapeutic use 
RN 37270-71-6 (Modicon) ; 57-63-6 (Ethinyl Estradiol); 6533-00-2 (Norgestrel); 
68-22-4 (Norethindrone) ; 8056-51-7 (Ethinyl Estradiol-Norgestrel 
Combination) 
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AB The effects of norgestimate triphasic (Ortho 

Tri-Cyclen, Tri -Giles) and levonorgestrel triphasic ( 
Triphasi) formulations on lipid and androgen metabolism were 
assessed in a study of 66 healthy women treated through six menstrual 
cycles. Levels of the following were measured: cholesterol and its 
subf ractions, triglycerides, carrier lipoproteins, estradiol, 
testosterone, and sex hormone binding globulin (SHBG) . Comparison of 
baseline values with values after 3 and 6 months of treatment indicated 
that both regimens influenced lipid and androgen metabolism. There was a 
statistically significant between-regimen difference in levels of 
high-density lipoprotein, which were favorably increased with 
norgestimate triphasic but reduced with 
levonorgestrel triphasic. Related data on SHBG showed 
that plasma levels of this marker of estrogen/androgen balance were 
increased significantly more in the norgestimate 
triphasic group, providing additional evidence of low 
androgenicity . Both regimens inhibited follicular growth to the same 
extent, as evidenced by low mean levels of estradiol in all on- therapy 
cycles; and both decreased free testosterone. Side effects in both groups 
were minor and characteristic of those observed with low- 
dose oral contraceptive agents. The results of 
the study support the reported safety and positive effects of 
norgestimate on lipid and androgen metabolism, in comparison with 
a levonorgestrel -containing combined oral contraceptive. 

TI A comparison study of lipid and androgen metabolism with triphasic 
oral contraceptive formulations containing norgestimate or 
levonorgestrel . 

AB The effects of norgestimate triphasic (Ortho 

Tri-Cyclen, Tri -Giles) and levonorgestrel triphasic ( 
Triphasi) formulations on lipid and androgen metabolism were 
assessed in a study of 66 healthy women treated through six menstrual 
cycles.. . . and androgen metabolism. There was a statistically 
significant between-regimen difference in levels of high-density 
lipoprotein, which were favorably increased with norgestimate 
triphasic but reduced with levonorgestrel 

triphasic. Related data on SHBG showed that plasma levels of this 
marker of estrogen/androgen balance were increased significantly more in 
the norgestimate triphasic group, providing additional 

evidence of low androgenicity. Both regimens inhibited follicular growth 
to the same extent, as evidenced by low. . . on- therapy cycles; and 
both decreased free testosterone. Side effects in both groups were minor 



and characteristic of those observed with low-dose 
oral contraceptive agents. The results of the study 
support the reported safety and positive effects of norgestimate 
on lipid and androgen metabolism, in comparison with a 
levonorgestrel -containing combined oral contraceptive. 
CT . . . 

Pressure: DE, drug effects 

Body Weight: DE, drug effects 

Contraceptives, Oral, Combined: AE, adverse effects 
♦Contraceptives, Oral, Combined: PD, pharmacology 
Levonorgestrel: AE, adverse effects 
★Levonorgestrel: PD, pharmacology 
♦Lipids: BL, blood 

Norgestrel : AE, adverse effects 
*Norgestrel: AA, analogs & derivatives 
Norgestrel: PD, pharmacology 
RN 35189-28-7 (norgestimate); 6533-00-2 (Norgestrel); 797-63-7 
( Levonorges trel ) 
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AB The effect of a triphasic oral contraceptive containing ethinyl 
estradiol and gestodene (EE/GSD) on various lipid and 

lipoprotein parameters was compared with that of a monophasic formulation 
containing 35 micrograms ethinyl estradiol and 250 micrograms 
norgestimate (EE/NGM) . Blood samples were collected from 4 6 women 
on days 2, 11, and 21 of the preceding control cycle and of the third, 
sixth, and twelfth treatment cycles. There was no significant difference 
between formulations with regard to the influence on any measured 
parameter. As compared with controls, a significant increase was observed 
in the plasma levels of total triglycerides (24-78%) , total phospholipids 
(7-20%) , very low density lipoprotein (VLDL) triglycerides (61-76%) , 
VLDL-phospholipids (14-60%) , low density lipoprotein (LDL) triglycerides 
(8-35%), LDL-phospholipids (28-30%), high density lipoprotein (HDL) 
cholesterol (8-16%), HDL 3 -cholesterol (11-20%), HDL- triglycerides 
(17-66%), HDL-phospholipids , HDL 3 -phospholipids (7-11%), apolipoprotein 
(apo) A-I (5-20%) and apo A-II (10-40%) during treatment with both 
formulations. In contrast, the LDL-cholesterol levels were significantly 
decreased. These changes in lipid metabolism appear to reflect a 
predominance of the effect of the estrogen component. The results indicate 
that both low dose oral 



contraceptives containing different progestins and different 
amounts of EE do not exert a deleterious effect on lipoprotein metabolism, 
as high HDL-cholesterol and low LDL-cholesterol levels are known as low 
risk factors of cardiovascular disease. In contrast to endogenous 
hypertriglyceridemia, an EE-induced rise in triglyceride levels does not 
appear to increase cardiovascular risk if LDL is not increased. 

TI Effect of two oral contraceptives containing ethinyl estradiol and 
gestodene or norgestimate on different lipid and 
lipoprotein parameters. 

AB The effect of a triphasic oral contraceptive containing ethinyl 
estradiol and gestodene (EE/GSD) on various lipid and 

lipoprotein parameters was compared with that of a monophasic formulation 

containing 35 micrograms ethinyl estradiol and 250 micrograms 

norgestimate (EE/NGM) . Blood samples were collected from 46 women 

on days 2, 11, and 21 of the preceding control cycle and. . . in lipid 

metabolism appear to reflect a predominance of the effect of the estrogen 

component. The results indicate that both low dose 

oral contraceptives containing different progestins and 

different amounts of EE do not exert a deleterious effect on lipoprotein 
metabolism, as high HDL-cholesterol. 
RN 35189-28-7 (norgestimate); 57-63-6 (Ethinyl Estradiol); 57-88-5 
(Cholesterol); 60282-87-3 (Gestodene); 6533-00-2 (Norgestrel) 
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OBJECTIVE: To analyze and compare the effects of seven low- 
dose oral contraceptives (OCs) on ovarian 

function and endometrial thickness. METHODS: Cross -sectional study of 
users of one of five monophasic OCs, one of two triphasic OCs 
and a control group of non-users. Ovarian function, endometrial thickness 
and serum hormone levels were monitored during days 10-12 and 16-18 of the 
cycle. RESULTS: Serum estradiol was suppressed in OC users to a greater 
degree during days 16-18 than during days 10-12, whereas serum 
progesterone during 16-18 was in the anovulatory range with each 
preparation. Ovarian activity as measured by follicular size was lowest 
with desogestrel -containing OCs, whereas greater activity was seen with 
triphasic levonorgestrel/ethinylestradiol and 
triphasic norgestimate/ethinylestradiol . Endometrial 
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thickness in OC users was significantly smaller than in controls. 
CONCLUSIONS: All preparations demonstrated profound suppression of ovarian 
activity and effectively prevented ovulation. Ovarian suppression with 
desogestrel/ethinylestradiol 150/20 did not differ from that of other OCs 
despite its lower ethinylestradiol content. The use of both 
triphasic OCs, having a relatively low progestogenic activity, was 
associated with a higher ovarian activity than that of the monophasic OCs. 

TI The effects of monophasic and triphasic oral contraceptives on 
ovarian function and endometrial thickness. 

AB OBJECTIVE: To analyze and compare the effects of seven low- 
dose oral contraceptives (OCs) on ovarian 

function and endometrial thickness. METHODS: Cross-sectional study of 

users of one of five monophasic OCs, one of two triphasic OCs 

and a control group of non-users. Ovarian function, endometrial thickness 

and serum hormone levels were monitored during days 10-12. . , each 

preparation. Ovarian activity as measured by follicular size was lowest 

with desogestrel -containing OCs, whereas greater activity was seen with 

triphasic levonorgestrel/ethinylestradiol and 

triphasic norgestimate/ethinylestradiol . Endometrial 

thickness in OC users was significantly smaller than in controls. 

CONCLUSIONS: All preparations demonstrated profound suppression of ovarian 

activity. . . with desogestrel/ethinylestradiol 150/20 did not differ 

from that of other OCs despite its lower ethinylestradiol content. The use 

of both triphasic OCs, having a relatively low progestogenic 

activity, was associated with a higher ovarian activity than that of the 

monophasic OCs . 
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This six-cycle, multicenter, open-label, randomized study compared the 
clinical experience of two low-dose oral 

contraceptives (OC) : a triphasic OC containing norgestimate (NGM) 
and 35 .mu.g ethinyl estradiol (EE) (Ortho Tri- Cyclen.RTM.) and a 
monophasic OC containing norethindrone acetate (NETA) and 20 .mu.g EE 
(Loestrin .RTM . Fe 1/2 0) . Cycle control, lipid and androgen profiles, and 
user satisfaction were studied in new-start OC users (ie, no prior use 
within 60 days) . Breakthrough bleeding or breakthrough spotting (BTB/BTS) 
occurred in a significantly smaller percentage of NGM/EE users than 
NETA/EE users during each of six cycles (p . Itoreq . 0 . 002 ) . The incidence 
of BTB/BTS ranged from 3.7% to 13.5% for NGM/EE users and from 23.5% to 
49.7% for NETA/EE users. Significantly fewer NGM/EE users than NETA/EE 
users experienced absence of menses at cycles 2 through 6 (p .Itoreq. 
0.003) . The percentages of women having no menses at each cycle ranged 
from 0.9% to 4.7% for NGM/EE users and from 10.3% to 21.3% for NETA/EE 
users. NGM/EE users reported a significantly (p <0.001) higher level of 
satisfaction with their OC at the end of six cycles than did NETA/EE 
users, but there was no significant difference in compliance, 
discontinuation rates, or adverse events between the two groups. NGM/EE 
produced a significantly (p . Itoreq . 0 . 001) greater beneficial effect on 
HDL-C, HDL2, and apo A-I than did NETA/EE. No statistically significant 
treatment differences were found for total cholesterol, LDL-C, 
triglycerides, or apo- B. Both OC increased sex hormone binding globulin 
and decreased free testosterone, but NGM/EE had a significantly greater 
effect (p <0 .009) . 
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AB The effects of norgestimate triphasic (Ortho Tri-Cyclen . RTM . , 
Tri-Cilest .RTM. ) and levonorgestrel triphasic (Triphasil . RTM . ) 
formulations on lipid and androgen metabolism were assessed in a study of 
66 healthy women treated through six menstrual cycles. Levels of the 
following were measured: cholesterol and its subf ractions , triglycerides, 
carrier lipoproteins, estradiol, testosterone, and sex hormone binding 
globulin (SHBG) . Comparison of baseline values with values after 3 and 6 
months of treatment indicated that both regimens influenced lipid and 
androgen metabolism. There was a statistically significant between regimen 
difference in levels of high-density lipoprotein, which were favorably 
increased with norgestimate triphasic but reduced with levonorgestrel 
triphasic. Related data on SHBG showed that plasma levels of this marker 
of estrogen/androgen balance were increased significantly more in the 
norgestimate triphasic group, providing additional evidence of low 
androgenicity . Both regimens inhibited follicular growth to the same 
extent, as evidenced by low mean levels of estradiol in all on-therapy 
cycles; and both decreased free testosterone. Side effects in both groups 
were minor and characteristic of those observed with low- 
dose oral contraceptive agents . The results of 

the study support the reported safety and positive effects of norgestimate 
on lipid and androgen metabolism, in comparison with a 
levonorgestrel -containing combined oral contraceptive. 



